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Hr after inoculation [2 (O--O) in monolayer cultures of chimpanzee liver cells. Virus titrations were performed in CL cells. Serial tenfold dilutions were prepared in maintenance medium, and o.I ml. of each dilution inoculated into six cultures. The final reading for c.p.e, was made 7 days post-infection.
Fig. t. Growth of adenovirus 5 (O--O) and
the material was treated with a MSE IOO w ultrasonic disintegrator at maximum output for 2 rain. at 5 °, and virus was assayed by infectivity titration. Newly synthesized adenovirus 5 was detected at I5 hr post-infection and increased up to approximately 24 hr. Adenovirus 12 was first detected at 2I hr after inoculation and maximum yield was attained at about 3o hr (Fig. 1) . Infected cells first displayed c.p.e, characteristic of adenovirus growth at the time when maximum virus titre occurred. The growth curves of adenovirus 5 and 12 in CL cells agree with the report that in KB cells highly oncogenic adenoviruses have a slower growth cycle than non-oncogenic adenoviruses and that the HUIE strain of adenovirus t2 produces relatively low yields of infectious virus (Pifia & Green, I969). Following growth, adenovirus 5 and 12 do not have a lytic effect on host cells and progeny particles are not released. Even after the development of gross c.p.e, the amount of extracellular virus is small compared to the quantity of intracellular virus (Table I) . It is noteworthy that with weak inocula of adenovirus early c.p.e, consisted of discrete foci of infected cells which increased in size as adjacent cells became affected. These foci appear to be similar to plaque-like areas of tonsil-derived fibroblasts described by Strohl & Schlesinger 0965), and are consistent with their evidence that progressive infection by adenoviruses occurs principally by contiguous cell-to-cell transfer rather than by readsorption of virus released into the medium. Cell culture fluid was assayed for extracellular lactate dehydrogenase (LDH) during virus growth and the development of c.p.e. LDH activity was determined by the method described by Bergmeyer (I965) . Enzyme activity in culture fluids from normal and adenovirus 5 infected cells showed similar results both before and after the appearance of c.p.e, due to virus infection. This was to be expected if cell lysis does not occur. However, culture fluid from adenovirus I2 infected cells exhibited a marked increase in LDH activity starting at 24 hr post-infection and prior to evidence of c.p.e. (Fig. 2) . The first discernible c.p.e, was observed at z4 hr post-infection with adenovirus 5 and at 30 hr with adenovirus i2.
It was thought that the increased extracellular enzyme activity might be due to either 
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adenovirus I2 causing increased cellular activity and this was being reflected in the culture fluid, or perhaps it was the result of a subtle effect on cell permeability. Increased extracellular enzyme activity does not appear to be due to increased cellular activity, as both adenovirus 5 and I2 cause elevated LDH activity of host cells (Fig. 3)- To investigate further the mechanism of the differential release of cellular enzyme, normal and infected monolayers were treated with 5o #g/ml. of hydrocortisone, a membrane stabilizing compound (Blackman & Bubel, I969), during the 48 hr experimental period. As shown in Table 2 , hydrocortisone prevented the differential leakage of LDH. To determine if the compound had any effect on virus growth, infected cells were incubated in the presence or absence of hydrocortisone. At 48 hr after inoculation cultures were harvested and examined for virus titre. The titres for adenovirus 5 were Io 7.5 and lO 7.7 TCD 5o/o-~ ml. from untreated and hydrocortisone-treated CL cells, respectively. The titres for adenovirus I2 were Io 4.0 and IC "s TCD5o/o.I ml. The results of these investigations demonstrate that the membrane stabilizing agent had no effect on virus growth but did prevent the differential release of LDH, indicating that infection with adenovirus I2 affects cell permeability.
